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Sir: 

I. the undersigned, Chiharu Koide, a citizen of Japan, do solemnly declare as follows: 
L That my academic care^ includes a B JM. from the Faculty of Pharmaceutical 
Sciences, CJiiba University from 1976 to 1981, and an M.S, from the Graduate School of 
Phannaceutical Sciences, Chiba University from 1981 Co 1983. I have been employed by KOSE 
Corporation since 1983, with my positions including Researcher, material Research Section^ 
Advanced Cosmetic Research Laboratories, Research Laboratories; Manager, Regulatory Affairs 
Section, Product Management Department, Research Laborarories; and Principal Researcher, 
Material Research Section, Advanced Cosmetic Research Laboratories, Research Laboratories. 
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2. That I have reviewed the Final Office Action mailed October 9, 2008 as well as the 
application char was JGaed in connection with the above^identified application when entering the 
national stage in the U.S. on Apiil 14, 2005» published as WO 2004/041236 Al (and hereinafter 
referred to as "the originally filed application**,)- 

3. That expetiments have been conducted, with my consultatioa, and these expeiiments 
have be^ described in the oiigiDally fUed application in Examples 1, 2, 3, 5, 22, 29 and 32, and 
aiusttated in Tables 1-1, 2-1, 3-1 and 3-2. 

4. That Aese experiments include testing of Melanin Generation (Formation) 
Suppression and Cell Survival Rate Test based on Cell Culture; and Cell Activation Test based 
on Cell Culture, and are described in the following paragraphs and in the originally filed 
application. 

5. That the following Melanin Generation (Formation) Suppression and Cell Survival 
Rate Test based on Cell Culture was conducted in a manner according to Example 3 as disclosed 
in the originally filed application, as follows: 

Murine cultured B16 melanoma cells were used. An appropriate quantity of a 10% FBS- 
containing MEM medium was placed in two 6- well plates, the B 1 6 melanoma cells were seeded 
therein and allowed to stand at 37^C under a caxbon dioxide concentration of 5 vol%. Next day, 
a sample pr^aration solution was added and mixed therewith so as to adjust the final 
concentrations of the Cisms ladanifems L- extract obtained in Example 1 as disclosed in the 
originally filed application (as described below) and, and labdenic acids and methyl esters and 
ethyl esters thereof obtained in Example 2 as disclosed in the originally filed applicadon (as 
described below) to 0 (refeteace), 5 and 10 Mg^raL, and of lily extmct (product of Maruzen 
Phamiaceuticals Co., Ltd), which is a known whiteaiing agent, to 0 and 1 00 pg/mL. The 
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roediuni was exchanged on the Gfth day of culture, and the sample pieparaiion solution was 
added again. The medium was removed next day, (he cells were collected from one plate after 
washing them using a phosphate buffer (pH7), and degree of whitening of the cultured B 16 
melanoma ceils was evaluated accoiding to the criteria shown below. 

Similar test was conducted, as a comparative example, also using Coix lachryma-jobi 
extract (100 fig/mL)» already laiown to have a suppressive effect over melanin formation. 

Coixlachryma-'jobi extract was obtained by adding 100 mL of a 70 voI% water- 
containing ethanol to 10 g of Coizlachryma-jobi (Japan Pharmacopoeia), cairying out extraction 
at room temperature for 3 days, and by filtering the mixture. Dry solid content of the 
CoMachryma-jobi extract was found to be 0.8%. 

(Criteria for Judtgment) 

++: distixictively stronger whiteness over the reference; 
+: sgpparently stronger whiteness over the reference; 
±: slightly stronger whiteness over tihie reference; and 
remained unchanged. 

On the other plate, the cells were fixed with formalin, and dyed by adding an 1 % crystal 
violet solution. Cell survival rates for the individual sample concentrations were measured using 
a monocellator (product of Olympus Corporation). Results are shown in Modified Table 1-1 
below which includes the same data as Table 1-1 in the originally filed applicadon, but 
reformatted with the data rearranged to present the data in a clearer manner and with A denoting 
the Cistus ladaniferus L. extract, and B2 denoting the lily extract. 
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PrBpai:ation of Cistus ladaniferus L. Extract 

Twenty kilograms of dushed leaves and twigs of Cistus ladan^erus Z^, a plant of 
Cistaceae, were deoiled by steam distillation- The mixture was extracted with 200 kg of n- 
hexane, the obtained extract was distilled under reduced pressure so as to remove low-boiling- 
poict components, to thereby obtain 150 g of extract in a solid to paste form. 

Pteparation of lab dexiic acids, and tfaeir methvl esters and eihvt esters 

Tea grains of commercial Labdanum Absolute (product of Givaudan) were subjected to 
molecular distillation under reduced pressure (0,1 nmiHg), and a fraction (4.3 g) was collected 
over a range from ISCTC to 220*^0. The fraction was found to contain compound 1 (labd-8-en- 
I5-oic acid), coii5)ound 4 (labd-7-en-15-oic acid) and compound 7 (labd-8(17)-en-15-oic acid) 
(the mixture is referred to as "acid mixture", hereinafter), shown below. One gram of the acid 
mixture was dissolved into 2 ml of ether, an ether solution of diazomethane is dropped therein, 
and thex^y 0.96 g of a methyl ester product was obtained (the methyl ester product is referred to 
as ''methyl ester mixmre*', herdnaftjK^). Similarly, 10 g of the acid mixture was dissolved into 
100 DoL of ethanol, allowed to proceed estecificatioa under the presence of a sulfuric acid 
catalyst, to th^eby obtain 9^ g of ethyl ester product (the ethyl ester product is lefened to as 
"ethyl ester nuxture"» hereinafter). 

Next» die edayl ester mixture was chromatographed on silica gel to theteby separate it into 
three acids. More specifically, 10 g of the ethyl ester mixture was dissolved into 100 mL of 
hexane, injected to a silver-nitrate-treated silica gel column, which was followed by injection of 
solvents and eIaiio». The solvents injected were bexane for the beginning, and hexane added 
with 1 vol% of ethyl acetate for the nexL Compound 3 0abd-8-en-15H>ic acid ethyl ester) was 
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eluied first, and compound 6 (labd-7-eii-l5-oic adid ethyl ester) and compound 9 (labd-8{17)-eii- 
15-oic add ethyl ester) followed in this order. The solvent were removed from each of the 
eluates, to thereby obtain pure produces of the individual ctfayl esters (0,83 0. 1 6 g and 0.63 g in 
this order of elution). Thus-obtained ethyl ester products were hydrolyzed accor<Ung to a general 
uaetbod, to thereby obtain free acids- "Die free acids weie further added by dropping with an 
ether solution of diazomethane. and the solvent was distiUed off, to thereby obtain the methyl 
ester products. 
Compound 1 



H3C OH' 



Confound 2 



CH3 . 9^j3 

CD"" 

H3C CH3 



Compound 3 




H3C CH3 



COOC2H5 
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Compound 4 




Cotnpound 6 
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Compound 7 




H3C CH3 



COOH 



compound 8 



CH-, 



Compound 9 




OOCgHs 



H3C CH3 

Then 43 g each of the ethyl ester products obtained in Example 2 was dissolved into 10 
inL of ethanol, added with 0J2 g of a 5%-palIaditim carbon catalyst so as to proceed hydrogen 
addition reaction, to thereby obtain 4. 1 g of compound 11. The product was further bydioiyzed 
to obtain compound 10. 
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Compound 10 




Compoiind 11 




6. Tliat the following Melanin Fonnatioo (Geaeration) Suppression and Cell Survival 
Rate Test based on Cell Culture was conducted in a manner according to Example 22 as 
disclosed in the oiiginally filed application, as follows; 

Murine cultured B 16 melanoma cells were used. An appropriate quantity of a 10% FBS- 
cc^itainin^ MH^ medium was placed in two 6-w^l plates, the B 16 melanoma cells were seeded 
therein and allowed to stand at 37*C under a carbon dioxide concentration of 5 vol%. Next day, 
a sample preparation solution was added and mixed therewith so as to adjust the final 
concentrations of the Chtus lodaniferus L. extract obtained in Example 1» and labdenic acids and 
methyl esters and ethyl esters thereof obtained in Example 2 to 0 (reference), 5 and 10 pg/mL, 
and of Glycyrrhita glabra extract product of Maruzen Pharmaceuticals Co., Ltd.), which is a 
known whitening agent, to 0 and 100 Hg/mL. The medium was exchanged on the fifth day of 
culturei and Ae sample preparacion solution wa^ added again. The medium was removed next 
day, the ceUs weie collected ftom one plate after washing them using a phosphate buffer (pH7), 
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and degree of whitening of the cultured B16 melanoma cells was evaluated accoxxiing to the 
criteiia shown below. 

Similar test was conducted^ as a comparative example, also using Coix lachrynui-jobi 
extract (100 ug/'mL), already known £o have a suppressive effect over melanin formation. 

Coixlachryma-jobi exttact was obtained by adding 100 roL of a 70 vol% water- 
containing ethanol to 10 g of CoMachryma^jabi Qz^m PfaaimacopoeiaX carrying out extraction 
at room temperature for 3 days, and by filtering the tnixture. Dry solid content of the 
CoixlachryTna-Jabi extract was found to be O.S%, 

Criteria for Judgment 

++: distinctively stronger whiteness over the reference; 
+: apparently stronger whitraess over the reference; , 
±: slightly strongs whiteness over the reference; and 
remained unchanged. 

On the other plate, the cells were fixed with formalin, and dyed by adding an 1% crystal 
violet solution. Cell survival r^tes for the individual sample concentrations were measured using 
a monoceilator (product of Olympus Corporation). Results are shown in Modified Table 1-2 
below which includes the same data as Table 1-2 in the originally filed applicafion. but 
reformatted with the data rearranged to present the data in a clearer manner with A denoting the 
Cistus ladanifents L extract, and Bl denoting the Olycyrrhiza glabra extracL 
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7. That the foUowiog CeU Activation Test based on Cell Culture was conducted in a 
manner accoxding to Example 32 as disclosed in the originaUy filed appUcation. as follows: 

Human neonatal fibroblast NBIRGB was used. An appropriate quantity of medium was 
placed in a 24-weU plate, the fibroblast MB IRGB was seeded therein and aUowed to stand at 
ZT-C underacaAon dioxide concentnuion of 5 vol*. Next day. a sample preparation solution 
was added and mixed therewith so as to adjust the final concentratioos of the Cistus ladamferm 
L. extract obtained in Example 1 , and labdenic acids and methyl estexs and ethyl esters thereof 
obtained in Example 2 to 0 (reference), 5 and 10 Mg/mL. and of cactus extract (prepared 
according to Example 29 in the originally filed appOcation and as described below), which is a 
known ceU activator, to 0 and lOO ^g/mL. The medium was exchanged on the fourth day of 
culture, and the sample pr^amiOD solution was added again. The medium was removed next 
day. the ceDs were washed using a phosphate buffer and collected, and evaluated in terms of cell 
proliferation rate based on comparison of tfaenumber of fibroblast MB IRGB ceDs grown in the 
individual sample preparation solutions with that of the reference. 

Similar test was conducted, as a comparative example, also using soybean extract (1 00 
Mg^mL). already known tohave aoeH activation effect Soybean extract was obtained by adding 
100 mL of a 70 vol% water-containing ethanol to 10 g of soybean seed, carrying out extraction at 
room temperanjre for 3 days, and by fihering die mixture. Dry solid content of the soybean 
extract was found to be 0.5%. 
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Method of Preparing Cacms Extract ac cording to Example 29 ia the oiiginaUv filed aoolicadon. 

Ten grams of dried and pulverized stem of Opwixia Streptacamha were added with 100 
mL of purified water, and extracted at 7(y*C for 8 hours. The mixture was cooled and fUte^ed, 
the filtrate was concentrated to dryness, added with lOQg of a 30 vol% water-containing 1,3- 
butylene glycol for solubilization, to thereby obtain a cactus extract (diy solid content: 1.0%), 
Criteria for Evaluation 

The number of cells grown in each sample preparation solution was compared with tihe 
number of cells of the reference, and cell activation efiect was evaluated using cell proliferation 
ratio as an index. The number of cells was counted using a blood cell counter plate, Results are 
shown in Modified Table 3-2 below whi<^ includes the same data as Table 3-2 in the originally 
filed applicadou, but neformatted widi the datareatrai^ged to present the data in a clearer manner 
with A denoting the Cistus ladaniferus L. extract, and B3 denoting the cactus extract. 

8- That the following Cell Activation Test based on Cell Culture was conducted in a 
maimer according to Example 5 as disclosed in the originally filed application, as follows: 

Human neonatal fibroblast NBl RGB was used. An appropriate quantity of medium was 
placed in a 24-well plate, the fibroblast NBIRGB was seeded therein and allowed to stand at 
dJ^C under a caibozx dioxide concentration of 5 vol%. Next day, a sample preparation soluiiou 
was added and mixed therewith so as to adjust the final concentrations of the Cistus ladaniferus 
L. extiact obtained in Example 1, and labdenlc acids and methyl esters and ethyl esters thereof 
obtained in Example 2 to 0 (reference). 5 and 10 Mg/mL, and of Panax ginseng extract (produa 
of Maruzen Phamaceuticals Co,, LidL), which is a known cell activator, to 0 and 100 Hg/mL. 
The medium was exchanged on the four* day of culture, and the sample preparation solution 
was added again. The medium was removed next day, the ceUs were washed using a phosphate 
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buffer and collected, and evaluated in tenns of cell proliferation rate based on cotDpadson of the 
number of flbioblast NB IRGB cells grown in the individual sample preparation solutions with 
that of the reference. 

Similar test was conducted^ as a comparative example, also using soybean extract (100 
[xg/mL), already knowa to have a cell activation effecc Soybean extract was obtained by adding 
lOOmLof a70 vol% water-coatainiog ethaaol to 10 g of soybean seed, carrying out extractioa at 
room temperature for 3 days, and by filtering the mixture. Dry solid content of the soybean 
extract was found to be 0,5%. 
Criteria for Evaluaiion 

The number of cells grown in each sample preparation solution was compared with the 
number of cells of the reference, and cell activation effect was evaluated using cell prolifeiatioa 
ratio as an index. The number of ceils was counted using a blood cell counter plate. Results are 
shown in Modified Table 3-1 below which includes the same data as Table 3-1 in the originally 
filed applicafion, but reformatted with the data rearranged to present the data in a clearer manner 
wth A denoting the Ci^tus ladamferus L. extract, and B4 denoting the Panax ginseng extract.. 

9. That synergistic effects in tenns of whitening are shown in Tables 1-2 and l-I. 

Tliat ttje data shown in Table 1-2 and I-l are results regarding "^vlelanin Production 
Suppression" and **CeU Survival Rate Test" based on cell culture. These tests axe general tests in 
the technical field of ^tenxal preparaticn for skin such as cosmetics to which the present 
invention is directed. According to the melanin-production-suppression test, whiteness of each 
sample is detennined compared with a reference to which no ingredient has been added. When 
whiteness of eaxdi sample is detennined, some indicators showing how whiteness should be 
judged as "++'\ "±" or are used, as illustrated in the photograph of indicators attached 
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as Exliibit 1. Therefore, the data compnses repioducible results using general tests in the 
technical field. 

Furthennote« the degree of blackaess of each sample is proportional to the concentratiott 
of melanin produced in ceUs, and so, more whiteness means a lower concentration of melanin. 
Therefore, dau as disclosed in the originally filed application, and data as presented herein 
include quantifiable data. 

In addition, actually, a whitening effect is judged visuaUy by the user or tfie third person; 
and therefore, in terms of actual use, the results based on visual judgjncients are significant and 
sensible. 

According to the test of "Mdlanin Pocmation (Generation) Suppression", generally, when 
an additional concentration of a whitening agent is increased, the degree of whiteness is 
improved. However, thesm is a limitadon of the whitening ability of each agent, and therefore the 
degree of whiteness ahnost cannot be improved after reaching the certain degree even if the 
concentradon is increased. 

As can be seen from a review of the data shown in Tables 1 -2 and 1-1 , the following is 
applicable, y 

All of the samples, employing the combination of Ingredient (A) and Ingiedient (B 1) 
(Nos. Bl-3a - 3g) or the combination of Ingredient (A) and Ihgcedient (B2) (Nos. B2-3a 3g), 
show the highest degree of "-H-^ on the other hand, all of die samples employing only Ingredient 
(A) (Nos, B 1 -2a - 2g and Nos. E2-2a - 2g) show the degr^ of 

The concentration of Ingredient (A) contained in each of the latter samples is double as 
compared with the amount of Ingredient (A) contained in each of the former samples (for 
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example, the concentration of (A) contained in sample Bl-2a is 20 jig/mL, which is double 
compared with the concentration of (A) contained in sample Bl'3a, 20 (ig^mL). 

Considering this point, it can therefore be said that the degree of is the limit which 
can be achieved by Ingiedient (A) alone; and that the degree **-H-", which cannot be achieved by 
Ingredient (A) alone, is adtiieved by the combination of Ingredient (A) and either of Ingredient 
(Bl)or(B2), 

An of the samples employing Ingredient (Bl) or (B2) alone (Nos. Bl-la - Ig and Nos, 
B2-la^ Ig) showed the degree of "±**. 

The concentration of Ihgredxent (B 1 ) or (B2) contained in each of the samples is double 
as compared wi^ the amount of Ingredient (Bl) or (B2) contained in each of the samples 
employing the combinations, Nos. Bl-3a - 3g and Nos. B2-3a - 3g (for example, the 
concentration of (B 1) contained in sample Bl-la is 200 HS^mL, which is double compared with 
Che concentration of (Bl) contained in sample Bl-3a, 100 |ig/!mL). 

Consldedng this point, it can be said that the degree "+4-" which cannot be achieved by 
Ingredient (Bl) or (B2) alone, is achieved by the combination of Icigiedient (A) and either of 
Ingredient (Bl) or (B2) even if the concentration of (Bl) or (B2) is smaller. 

The synergistic whitening effect of the combination of Ingredient (A) and Ingredient (Bl) 
<x (B2) is therefore illustrated, and the such synecgisdc effect of the combinatiotts would have 
been unexpected at the time the invendon was made. 

Generally, for obtaining the whitening effect in the actual use of a whitening agent, it is 
required not only the whitening ability but also die cell survival rate as shown in Table 1-2 and 
Table 1-1 , In general, it is said that the higher concentration of a whitening agent results in the 



{P27716 0063OS^JDOC) 



14 



11V. TTVJT 



lower cell survival rate; and therefote achieving a whitening effect with a smaller concentration 
of a whitening agent is more preferable, 

Fur(hermoie» Ihgcedient (A) is a hydrophobic compotmd and is hardly dissolved in an 
aqueous solvent. For preparing an extenxaj pr^aration for skin, it is necessary to dissolve 
various ingtedients in an aqueous solvent. An external preparation for sidn containing Ingredient 
(AX which is a poody-soluble ingredient, may be required to show a higji whitening effect widi a 
small concentration of Ingredient (A), According to the invention, by employing the 
combination of Ingredient (A) and Ingredient (Bl) or (B2), the excellent whitening effect, which 
cannot be achieved by each of ingtedients alone, is adiieved even vrtth the smalls concentration 
of each of them. Considering this point, the present invention can also contribute to widening 
tfie range in choosing the formulation of external preparations for skin, and is very usable. 

10. That the synergistic effects in terms of cell-activation (anti-aging) are shown in 
Tables 3-2 and 3-1. 

The data shown in Tables 3-2 and 3-1 axe results regarding "Cell Activation Test based 
on Cell Culture" which corresponds to an anti-aging effecL These tests are general tests in the 
technical field of external pr^aration for skin such as cosmetics that the present invention 
belongs to. According to the test, the cellTactivadon rate of each sample is calculated as follows. 

Cell activation rate =: '^^^"^"^^Q^Q^c^J^s g^di sample caitainfng ingredients) 

The number of cells in eadi sample not cocitaining arxy ingredeent ^^^^ 

From the data shown in Tables 3-2 and 3-1, it is understood that the number of cells in 
each sample (Nos. B3-3a - 3g and Nos. B4-3a ^ 3g) employing the combmation of l&igredient 
(A) and Ingredient (B3) or (B4) increased significantly compared with each sample employing 
Ingredient (A) alone or each sample employing Ingredient (B3) or CB4) alone. For example, the 
cell activation rates of the samples employing Ingredient (A) and Ingredient (B3) are 230, 290, 
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280, 305, 300, 310 and 315 %; aad the ceil activation races of the samples employing IngtBdient 
(A) and Ingredient (B4) aie 250, 320, 3l0, 345, 329, 322 and 333%; on Oic other hand, the cell 
activation rates of the samples employing Ingredient (A) alone are 120, 130, 125, 135, 128, 130 
and 135; and the cell activaiioft rate of the sample employing Ingredient (B3) or (B4) is 1 10 %. 

Therefoxe, it can be said that, by employing the combination of Ungredient (A) and 
Ingxedirat (B3) or (B4), the cell-actLvation rate, which coxxesponds to the anti-^i^g effect, 
became almost double or triple, compared with tho$e adiicved by the samples employiog 
Ingredient (A), (B3) or (B4) alone. Therefore, the synergic anti-aging effect of the combination 
of Ingredient (A) and Ingredient (B3) or (B4) is explicit ftom the data described in the originally 
filed application, and the effect of the combinations would have been unexpected at ttie time the 
invention was made. 

In addition, the combination of Ingredient (A) and Ingredient (B3) or <B4) can achieve 
the effect even if the conc^tratlon of Ingredient (A) or either of Ingredient (B3) or (B4) is 
decreased. Achieving an anti-aging effect with a smaller concentration of a anti-aging agent is 
preferable. By employing the combination of Ingredient (A) and Ingredient (B3) or (B4), the 
excellent anti-aging effea, which cannot be achieved by each of ingredients alone, is achieved 
even with the smaller concentration of each of them- 
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Modified Table 1-2 oa pages 61-62 of the spedficadon (showing tbe synergic effect of ttie 



combinadon (A) aixd (B 1)) 



No. 


Types of 
Xngiedifint 
(A) 


coDcentradon of 
Ingxedient (A) 
[jig/mL] 


Ingredient (B 1) 
Glycyrriiiza glabra 
extract 


Deeree of 
whiteness 


CeU 
race(%) 


Bl-la 


Cistus 
ladanifsxus 
L. Extract 


0 


20 


± 


98 


Bl-2a 


20 


0 


+ 


100 


Bl-3a 


10 


10 




102 


Bl-lb 


Acid 
mixture 


0 


20 




98 


Bl-2b 


10 


0 


+ 


92 


Bl-3b 


5 


10 




108 


Bl-lc 


Metbyl ester 
mixture 


0 


20 


± 


98 


B1-2C 


10 


0 


At 


90 


B1-3C 


5 


10 


++ 


97 


Bl-ld 


Ethyl ester 
mixtuies 


0 


20 


+ 


98 


Bl-2d 


10 


0 




90 


Bl-3d 


5 


10 




93 


Bl-le 


Compound 
1 


0 


20 




98 


Bl-2e 


10 


0 


+ 


94 


Bl-3e 


5 


10 


++ 


95 


Bl-lf 


Compound 
4 


0 


20 


± 


98 


Bl.2f 


10 


0 




93 


Bl-3f 


5 


10 


++ 


96 


Bl-lgJ 


Compound 
. 7 


0 


20 


± 


98 


Bl-2g 


10 


0 




98 


Bl-3g 


5 


10 




98 


Bl-Ih 


Coix 
lachrymal- 
jobi extract 


0 


20 




98 


Bl~2h 


200 


0 


± 


100 


Bl-3b 


100 


10 




97 
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ModijSed Table 1-] on page 32 of the specificatioo (showing the synergic effect of the 
combination (A) and (B2)) 



No. 


lypes or 
Ipgiedient 
(A) 


Final 
concentratioji of 
Ingredient (A) 
[Mg/mL] 


Additiona] 
concentration or 
mgrcuicnt \X^^j 

my CA.L(avi 


Degree of 
whiteness 


Ceil 
survival 
rate 


B2-la 


Cistus 
ladanifenis 
L Extract 


0 


200 




lUK/ 


B2-2a 


20 


0 


+ 


inn 


B2-3a 


10 


100 


-f-4- 




B2-lb 


Acid 
mixture 


0 


200 


4- 


inn 


B2-2b 


10 


0 


T 




B2^3b 


5 


100 






B2-lc 


Methyl ester 
mixture 


0 


200 


d: 


inn 


B2-2c 


10 


0 




on 


B2-3C 


5 


100 






B2-ld 


Ethyl ester 
nuxtures 


0 


200 




inn 


B2-2d 


10 


0 


.1. 


on 


B2-3d 


5 


100 


++ 


89 


B2-le 


Compound 
1 


0 


200 


J: 


100 


B2-2e 


10 


0 


+ 


94 


B2-3e 


5 


100 


++ 


92 


B2-lf 


Compound 
4 


0 


200 


± 


100 


B2-2f 


10 


0 


+ 


93 


B2^3f 


5 


100 


-H- 


94 


B2-1R 


Compound 
7 


0 


200 




100 


B2.2§ 


10 


0 


+ 


98 


B2-3g 


5 


100 




95 


B2^Ih 


Coix 
lachrymal- 
job! extract 


0 


200 




100 


B2-2h 


200 


0 


± 


100 


B2-3h 


100 


100 




94 



Modified Table 3-2 on page 68 of the specification (showing the synergic effect of the 
combinatioD (A) and (B3)) 



No, 


Ligredient 
(A) 


Final 

concentratioii of 
Ihgiediaat (A) 


A nnTfi on >tT 

concentration of 
Ingredient (B3) 
cactus extract 


Cell- 
activation rate 
(%) 


B3-la 


Gstus 
ladanifdtus 
L. Extract 


0 


200 


110 


B3-2a 


20 


0 


120 


B3-3a 


10 


100 


230 


B3-lb 


Acid 
mixtuie 


0 


200 


110 


B3-2b 


10 


0 


130 


B3-3b 


5 


100 


290 


B3-Ic 


Methyl ester 
mixtuie 


a 


200 


110 


B3-2c 


10 


0 


125 


B3-3C 


5 


100 


280 


B3.1d 


Ethyl ester 


0 


200 


110 


B3-2d 


10 


0 


135 


B3-3d 


5 


100 


305 


B3-le 


Compound 1 


0 


200 


110 


B3-2e 


10 


0 


128 


B3-3e 


5 


100 


300 


B3.1f 


Coiiq>ouad 4 


0 


200 


no 


B3-2f 


10 


0 


130 


B3-3f 


5 


100 


310 


B3-la 


Compound 7 


0 


200 


no 


B3-2S 


10 


0 


135 


B3-3« 


5 


100 


315 


B3-lh 


soybean 


0 


200 


110 


B3-2h 


extract 


200 


0 


108 


B3-3h 




100 


100 


170 
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Modified Table 3-1 on page 39 of the specification (showing the synergic effect of the 
combinatioD (A) aod (B4)) 



No. 


Types of 
Ingredient 
(A) 


Final 
concentration of 
Ingredient (A) 
liig/mL] 


concentration of 
Ingredient (B4) 
Panax ginseng extinct 


Cell- 
activation rate 
(%) 


B4-la 


Qsms 
ladaniferus 
L- Extract 


0 


200 


UO 


B4-2a 


20 


0 


120 


B4-3a 


10 


100 


250 


B4-lb 


Add 
mixture 


0 


200 


110 


B4-2b 


10 


0 


130 


B4-3b 1 


5 


100 


320 


B4-lc 


Methyl ester 
mixture 


0 


200 


no 


B4-2C 


10 


0 


125 


B4-3c 


5 


100 


310 


B4-ld 


Ethyl ester 
mixtmes 


0 


200 


110 


E4-2d 


10 


0 


135 


B4-3d 


5 


100 


345 


B4-le 


Compound 1 


0 


200 


no 


B4-2e 


10 


0 


128 


B4-3e 


5 


100 


329 


B4-If 


Compound 4 


0 


200 


no 


B4-2f 


10 


0 


130 


B4-3f 


5 


100 


322 


B4-1R 


Compound 7 


0 


200 


110 


B4-2g 


10 


0 


135 


B4-3g 


5 


100 


333 


B4-lh 


Soybean 
extract 


0 


200 


110 


B4-21i 


200 


0 


108 


B4-3h 


100 


100 


170 
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Tb& uadeisigned further declares that all statements made herein of his own knowledge 
are true and that all statements made on infonnation and belief are believed to be true; and 
ftirdier. that these statements were made with knowledge that willful false statements and the like 
so made are pimishablo by fine or impiisomneBLt or both, under Section 100 1 of Title 1 8 of the 
United States Code, and that sudbi willM false statements may j eopaxdize the valictity of the 
above-^aptioned application or any patent issuing thereon. 

Chiham Koide 
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